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MEMORANDUM:
SUBJECT: EPA Reg. #: 707-174, Goal 1.6E, PP$ 4F3119;
Oxyfluorfen 'n[gg\&ree nuts crop group
Caswell #Q 188AAA
Accession™#2 072717, 072718
TO: Richard Mountfort
Product Manager (23)
- Registration Division (TS-767)
R and
O ) i
' Residue Chemistry Branch
o Hazard Evaluation Division (TS$-769)
THRU : Christine F. Chaisson, Ph.D. gf/é&éﬂé\& %E’S"
Head, Review Section IV ’
Toxicology Branch
Hazard Evaluation Division (TS-769)
FROM: william Dykstra, Ph.D. -da' Lo
Toxicology Branch 52// 12%7 z 2/
Hazard Evaluation Division (TS-769) /2//_ /9‘/—

Action Requested:

Review petition for establishment of permanent tolerances
for oxyfluorfen in/on tree nuts Crop group.

Background:

oxyfluorfen was an RPAR pesticide due to the presence of
small amounts of perchlorethylene. During the RPAR process,
the issues which most concerned the SAP were teratogenicy,
oncogenicity, and mutagenicity of oxyfluorfen. With respect to
teratology, two teratology studies were submitted, a rat and
rabbit. The teratogenic potential of both-studies were

negative;- and NOEL's for fetotoxicity
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In the mouse study, the dosages were 2, 20, and 2C0 ppm.
The NOEL was 2 ppm and the LEL was 20 ppm. The effects at
the LEL were increased absolute liver weight and non-neoplastic
histological lesions. These effects set the basis for the ADI.

Also, the occurrence of adenonas and carcinomas in the
liver of male mice was observed, (slldes evaluated by
Dr. Squire).

Statistically, the occurrence of mouse liver tumors
showed a significant trend across the doses (trend analysis
significance = 0.008), although the significance of P =-0.068
was observed at the high dose. CAG considered the mouse study

as marginal for oncogenicity.

In the rat study, dosages employed were 2, 40 and 1500
ppm. There was no evidence of tumorigenicity according to CAG.
Non-neoplastic liver lesions were observed at 1600 ppm.

CAG stated that both the rat and mouse chronic studies
did not use the MTD and there were no subchronic studies
from which £o determine the MTD.

To address this concern, 90 day rat and mouse studies
were performed which could be used as an estimate to
determine the MTD.

In these studies, a NOEL for toxicity based on several
criteria was not established. Toxicology Branch concluded
that the 90 day studies were adequate to assess the MTD for
both the rat study and the mouse study and no additional
chronic studies were needed.

Additionally, Toxicology Branch recommended that, based
on all of the data, CAG should evaluate the oncogenlc potential
of oxyfluorfen.

Following this recommendation, oxyfluorfen received
unconditional registration by the Agency.

Oxyfluorfen was positive for mutagenicity in several
assays, except UDS. An impurity in the technical oxyfluorfen
was considered to be the mutagenic agent.

Both technical and purified oxyfluorfen were negative
for mutagenicy in the UDS assay. Additional mutagenicity
studies have not been requested.

Recommendations:

1. The tolerance in/on tree nuts crop group can be
toxicologically supported. The increase in the TMRC
for:these tolerance are 0.20%. This incremental risk is
acceptable. -
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Reviews: .

1. No new toxicity data were submitted. Toxicology Branch's
*one-liners" are attached. The formulation to be used- is
Goal 1.6E (EPA Reg.# 707-174). . Inerts are cleared under
180.1001. . :

2. No RPAR criteria have been exceeded and no regulatory
actions are pending against the pesticide.

3. Tolerances are established in 40 CFR 180.381.
4. Section F
The petitioner requests that the following permanent
tolerance be established for residues of oxyfluorfen (GOAL
herbicidé)i:2-chloro—1-(3—ethoxy-4—nitrophenoxy)-4-(trifluromethyl)
benzene apd its metabolites containing the diphenylether linkage:
Trée'NLts Crop Group (except Almond Hulls) . « . . 0.05 ppm

Almond HULLS o « o « o o o « o s o o« o o o« « o o » 0.10 ppm

5. ‘calculation of the ADI

The ADI is based on the NOEL of 2.0 ppm in the
chronic/oncogenic mouse feeding study. This LEL is 20 ppm
and the effects are increased liver weigh'. and increased
histological effects in the liver.

A 100-fold safety factor was used to calculate the ADI.

ADI = 0.30 mg/kyg/day X _1
’ © 100

]

ADI 0.003 mg/kg/day

-

The MPI.for a 60 kg person is 0.18 mg/day

6. Published tolerances utilze 21.87% of the ADI. - The
current action increases the TMRC by 0.00008 mg/day. This
increase in TMRC is 0.20%. The incremental increase is acceptable.

conclusions:

The tolerances in/on tree nuts crop group can be
toxicolgically supported. The increase in TMRC is 0.20%.
This incremental risk is acceptable.
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